Generalized eruptive syringomas are a rare clinical presentation of a benign adnexal tumor derived from the intraepidermal portion of the eccrine sweat ducts. Clinical presentation shows asymptomatic flesh-colored tumors on the anterior part of the trunk. A case of а 51-year-old male with a long-standing generalized eruption of multiple brown-colored papules, accompanied by odorous perspiration and total loss of teeth, which appeared suddenly three years ago. A punch biopsy specimen revealed a normal epidermis overlying a dermis that was covered with multiple ducts embedded in a fibrous stroma. Тhe diagnosis of multiple syringomas was drawn. The perspiration odor was attributed to the presence of Gram-negative anaerobic bacteria. Speculations on the possible common pathogenetic background are presented.
INTRODUCTION
Syringomas are benign adnexal tumors of eccrine origin, with four principal clinical variants (1). Jacquet and Darier were the first to describe a generalized distribution of the tumors on the anterior part of the chest, neck, upper abdomen, axillae and periumbilical region (2) . The lesions consist of asymptomatic, multiple, firm yellow-brown-colored papules, typically present in a bilateral symmetric distribution. Wider involvement of the body has also been described (3) . Unilateral nevoid, and bathing trunk distribution have rarely been seen (4) . The lesions may resolve spontaneously, however, it is more likely than not that they stay stable or grow in number in irregular clusters. Differential diagnosis distinguishes acne vulgaris, sebaceous hyperplasia, milia, lichen planus, eruptive xanthoma, urticaria pigmentosa, hidrocystoma, trichoepithelioma and xanthelasma on the face and granuloma annular on the trunk (5). The highly characteristic histology consists of an epithelial growth in the form of tubules or nests made up of 2 flat cell layers; these structures develop a "tadpole-shaped" tail. No studies have confirmed therapeutic efficacy (6) . Herein, a unique case of multiple giant syringomas in association with severe periodontal disease and odorous perspiration is presented.
CASE REPORT
A 51-year-old Caucasian man was admitted to our department with a long-standing generalized eruption of multiple brown-colored papules, associated with odorous perspiration and total loss of teeth which appeared suddenly three years ago. The patient claimed that his skin symptoms began after a smallpox infection at the age of 11 on the right side of his lower eyelids, and gradually spread to the ab-Sonya Márina, Valentina Broshtilova, Jana Kazandjieva et al.
domen, neck, and neckline, with outbreaks after periods of sun exposure. The lesions did not resolve but spread and grew in size. There was no one in the family who was similarly affected. The patient denied any medical problems or the use of over-thecounter products. He overlooked his skin condition until three years ago when, after abrupt psycho-emotional distress, unpleasant smell during perspiration appeared. At the same time he lost all his teeth over a one-month period.
Physical examination revealed multiple, browncolored, flat-topped papules, with a various sized ranging from 5 mm to 3 cm in diameter, localized bilaterally and symmetrically on the skin of the forearm, thigh, neck, anterior chest, upper abdomen and back.
The lesions were characterized by -follicular and non-follicular distribution. There was a negative Darier's sign. His oral cavity did not have any pathological lesions except for the lack of all teeth. No hyperhidrosis was present. Microbial analysis of a sweat sample showed Gram-negative rod-shaped anaerobic pathogenic bacteria of the Bacteroides phylum that formed black colonies on blood agar. The review of systems was noncontributory. A skin biopsy was obtained from a lesion in the upper abdomen. The histological examination showed a normal epidermis and a dermis filled with multiple ducts embedded in a fibrous stroma.
Flattened epithelial cells were observed in the inner layer of the ducts. Some of the ducts had a tadpole-like appearance formed by the one side of the duct located into the stroma. There was an amorphous material in the ductal lumina. The diagnosis of multiple syringomas was drawn. The perspiration odor was attributed to the presence of Gram-negative anaerobic bacteria.
DISCUSSION
Syringomas are uncommon neoplasms, described mainly in pre-pubertal women. They manifest as firm, rounded, pale pink or yellow-colored papules of 1-3 mm diameter (7). Syringomas have traditionally been classified according to Friedman and Butler's view in four clinical forms: localized, familial, Down syndrome-associated, and generalized (8) . Generalized syringomas show two main variants: multifocal and eruptive (9) . The eruptive form features many heat-induced outbreaks of papular elements in the anterior and lateral region of the neck, trunk, axillae, abdomen, genital area, and limbs, between 4 and 10 years of age.
Two interesting clinical features could be distinguished in our patient. First, he belongs to the minority of male subjects affected by the disease, and second, the lesions are larger in size, and may be classified as giant -over 1 cm in diameter. It can be due to the long duration of the condition; hence, it decreases the female sex hormone significance in the pathogenesis of the disease.
Histology findings are pathognomonic, showing an epithelial growth in the upper half of the retic- 
. Histological findings showed a normal epidermis and a dermis filled with multiple ducts embedded in a fibrous stroma
ular dermis consisting of cells with a pale eosinophilic cytoplasm arranged in nests or tubules and surrounded by a sclerotic stroma (10) . The tubular areas contain basophilic granular cells and ductal differentiation with central lumens lined with a compact eosinophilic cuticle. Remarkably, the onset of the disease in our patient followed a smallpox infection, a fact that can be contributed to the hypothesis that eruptive syringomas are sequelae to a reactive hyperplasia of the sweat glands accompanying inflammatory processes (11) . The histological differential diagnosis ruled out milia, microcystic adnexalcarcinoma, and desmoplastic trichoepithelioma. Eruptive syringomas are usually asymptomatic. They are frequently associated with Down, Marfan, and Ehlers-Danlos syndromes (12) . Anecdotally, syringomas present with milia and atrophoderma vermiculata in the context of Nicolau Balus syndrome (13) . Reports of familial inheritance and relation to diabetes, alopecia, carcinoid tumors have also been reported (14, 15) . Our patient has severe periodontal disease that appeared simultaneously with odorous sweating. Perhaps, both conditions are due to a profound anaerobic infection, arguments of which exist in the microbiological swabs of the patient. Interestingly, a substantially increased frequency of a periodontal disease has been found in patients with autoimmune disorders compared to healthy subjects (16) . Antibodies to Gram-negative anaerobic periodontal pathogens are found in the blood and synovial fluid of many patients with rheumatoid arthritis (17) . Since periodontal disease is one of the most common chronic disorders of infectious origin in humans, extreme scientific efforts have been dedicated to unveil its pathogenesis (18) . To date, it is well-proven that most patients with periodontitis respond to bacterial invaders by mobilizing their defense cells and releasing cytokines such as interleukin-1 beta, interleukin-6 and tumor necrosis factor alpha (17) . Thus, the production of collagenolytic enzymes is stimulated and as a consequence cell cycle progression is suppressed and apoptosis increased. Actually, periodontitis is associated with an increased risk of diabetes mellitus, atherosclerosis, and connective tissue diseases. The aggressive periodontitis in our patient is related to perspiration odor, probably, due to the increased colonization of anaerobic bacteria as a consequence of compromised skin immune reactivity. This phenomenon is only a by-stander and cannot share common pathologic and immunological aspects with multiple syringomas, although sweat duct elements of the tumor could be invaded by anaerobic bacteria, a fact that we were not able to prove.
Treatment of syringoma is cosmetic. The options are abundant and generally unsatisfactory. Therapeutic modalities have included dermabrasion, various methods of excision, cryosurgery, electrodesiccation, chemical peeling and oral and topical retinoids. Because they are located in the dermis and often numerous, there is no standard treatment for widespread syringomas, as in our patient. Clarithromycin was administered as a treatment option for the anaerobic infection. Nowadays, an option for facial syringomas with very good clinical response is the carbon dioxide (CO 2 ) laser.
CONCLUSIONS
Our case was a 51-year old man who had lesions of generalized eruptive giant syringomas with more than a 30-year duration. The patient presented with a three-year history of odorous sweating and total loss of teeth due to severe periodontal disease. This association is incidental, however, it contributes to the recent hypothesis of the possible pathogenetic connection between aggressive oral anaerobic infection and acquired systemic immunosuppression.
